Aspirin, which inhibits mucin secretion in the gastrointestinal tract prevents gall stone formation in animals and may reduce gall stone recurrence in man. This study examines the effect of aspirin on mucin synthesis in human gall bladder explants. Two hundred explants were cultured with 3H-glucosamine (74 kBq/ ml) for 24 hours at 37°C. Mucin Mucin has been identified in cholesterol and pigment gall stones using histochemical stains.' 2 In vitro studies have shown that mucus glycoprotein interacts with bilirubin' and there is mounting evidence that it is involved in the nucleation of cholesterol." Early work in man7 revealed a higher concentration of hexosamine (a major constituent of mucin) in bile from gall stone patients as compared with controls. Both the cholesterol fed rabbit8 and cholesterol fed prairie dog9 secrete an increased amount of mucin before gall stone formation. This is accompanied by increased mucin biosynthesis in the prairie dog.
Mucin has been identified in cholesterol and pigment gall stones using histochemical stains.' 2 In vitro studies have shown that mucus glycoprotein interacts with bilirubin' and there is mounting evidence that it is involved in the nucleation of cholesterol." Early work in man7 revealed a higher concentration of hexosamine (a major constituent of mucin) in bile from gall stone patients as compared with controls. Both the cholesterol fed rabbit8 and cholesterol fed prairie dog9 secrete an increased amount of mucin before gall stone formation. This is accompanied by increased mucin biosynthesis in the prairie dog.
In the prairie dog mucin biosynthesis is stimulated by arachidonic acid and inhibited by aspirin.`1' In man there is some early information to suggest that aspirin may reduce the risk of gall stone formation during weight loss'`and decrease the risk of stone recurrence after successful dissolution therapy. 1 The size and distribution of radiolabelled macromolecules in pooled gall bladder mucosal explants was characterised by caesium chloride density centrifugation and gel filtration on 5Ox 1-5 cm sepharose 4B and 2B columns. Each assay was repeated at least three times to establish reproducibility.
Samples studied on sepharose 2B were first fractionated on a CsCl gradient.'8 The starting density was 1.425 (±0 005) and the solution was centrifuged at 50 000 rpm (mean of 201 100 g) for 18 hours using a vertical rotor (Sorvall TV850, Dupont, Wilmington, USA). The gradient was then fractionated into nine 4 ml fractions and each was analysed for protein, glycoprotein and radioactivity as well as density.
All samples for chromatography were eluted upwards using 0'2 M NaClI/002% NaN3, 5 ml fractions were collected and assayed for glycoprotein,'9 protein, and radioactivity. 2B of the radioactive peaks after CsCl fractionation gave a single excluded peak for undigested explants and a single included peak for papain digested explants. These peaks were coincident with those for undigested and papain digested human biliary mucin respectively (Fig 2) .
The addition of acetyl salicylic acid to the culture medium caused dose dependant inhibition of 3H-glucosamine incorporation (Fig   3) . At (Fig 4) in the included volume of the column. Further analysis of pooled explants cultured in acetyl salicylic acid (Fig 4) at a dose of 300 [ig/ml showed inhibition of incorporation into the mucin peak while incorporation of 3H-glucosamine into the minor low molecular weight glycoprotein peak was unaffected. Control experiments in which sodium azide was added to culture plates showed inhibition of incorporation into the mucin peak and the low molecular weight glycoprotein peak.
Addition of prostaglandin F2t to the explant cultures at a dose of 10 Rg/ml increased 3H- 
